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AMENDMENT 

Subject matter to be added is in bold and xmderlined. 
Subject matter to be deleted is in bold and strikethrough. 



In the Ooims: 

Please amend claims 1-4 as follows. 

Please cancel claims 11-15 without prejudice or waiver. 

This listing of claims will replace all prior versions and listings of claims in the 
application. 

Listing of Claims: 

1 . (Currently amended) A compound of Formula (I): 




or a stereoisomer or a pharmaceutically acceptable salt or hydrate thereof, wherein: 
Li is a bond; 

L2 is a bond, -CH2-, or -0-; 

A is phenyl substituted with 0-3 R" and 0-1 Ri2; 

B is phenyl substituted with 0-3 R^l and 0-1 R^^; 

XI, X2, X3 and X'^ independently represent CRl, CR^, or CR^; 

Rl is H, -NH2, -^EH(Cl-C3 alkyl), -N(Ci-C3 alkylh. -C(-NH)NH2, 
.NHC(=NH)NH2, -C(0)NH2, -CH2NH2, -CH2NH(Ci-C3 allcyl), 
-CH2N(Ci-C3 alkyl)2, -CH2CH2NH2, -CH2CH2NH(Ci-C3 alkyl), 
. -CH2CH2N(Ci-C3 alkyi)2, -C(=NR«)NR7r5, .NHC(='NR8)NR''R9, 
-0NHC(-1<JR8)NR7R5, -NR8CH(=NR7). .C(=NR8a)NR7R9 -NHC(=NR8*)NR''R5. 
-NR-'RS, -C(0)NR7'^R8, :s(0)pNR8R^ F. Q. Br, I, OCF3. CF3, ORS SR* CN or 
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Ci,(5 alkyl substituted with 1 R^H 

Rl» is -C(=NR8)NR7r9, .NHC(=NR8)NR7R!>, -ONHC(=NR8)NR7r9, 
-NR8CH(=NR7), -NR7R8, -C(0)NR7«R8. -S(0)pNR8R9 F, OCF3. CF3, 0R^ SR« or 
CN; 

R2 is H, F, CI. Br, I. OCF3, CF3. OR* SR^, CN, NO2, -NR'R«. -C(0)NR7aR8, 
-NRlOC(0)R^, -S(0)pNR8R9, -S(0)R^ -S(0)2R<=, C1.6 alkyl substituted with 0-2 R2^ 
C2-6 alkenyl substituted wilt 0-2 R2a, C2-6 alkynyl substituted with 0-2 R2a or -(CH2)r 
C3.10 catbocycle substituted with 0-3 R^**; 

each R2a is, independently at each occurrence, H, F, OCF3, CF3, ORS SR*, CN, 
.NR7R8, -C(0)NR7aR8, -NR10C(0)R^ -S(0)pNR8R» -S(0)Rc. or-S(0)2R'=; 

each R^'' is, independently at each occurrence, H, F, CI, Br, 1, 0R^ SR», CN, 
NO2, CF3, -S02R^ -NR7R8, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Cs-e cycloalkyl, 
Ci-4haloalkyl, C1-4 haloalkyloxy-, C1-4 alkyloxy-, C1-4 alkylthio-, C1-4 alkyl-C(0)-, or 
Ci-4alkyl-C(0)NH-; • 

r3 is H, F, CI, Br, I, OCF3, CF3, OR*. SR», CN, NO2, -NR'RS, .C(0)NR7«iR8, 
-NRlOC(0)Rb -S(0)pNR8R^ -S(0)R« -S(0)2R<=, C1.6 alkyl substituted with 0-2 R3^ 
C2-6 alkenyl substituted with 0-2 R3^ C2-6 alkynyl substituted with 0-2 R3a, or -(CH2)r. 
C3.10 caibocyclc substituted witii 0-3 "R?^; 

4 

each R^a u, independraitly at each occurrence, H, F, OCF3, CF3, ORS SR* CN, 
-NR7R8, -C(0)NR7aR8, -NRlOC(0)Rb -S(0)pNR8R9, .S(0)Rc or -S(0)2RS 

each R3b is, independently at each occurrence, H, F, CI, Br, I, ORS SR*, CN, 
NO2, CF3, .S02R^ -NR7R8, Ci-6 alkyl. C2-6 alkenyl. C2-6 alkynyl, C3.6 cycloalkyl, 
Ci-4 haloalkyl, C1-4 haloalkyloxy-, C1-4 alkyloxy-, C1-4 alkylthio-, C1-4 alkyl-C(0)-, or 
Ci-4alkyl-C(0)NH-; 

R4 is phenyl.substituted with 0-3 R^b; 

each R'*'' is, independently at each occurrence, H, OH, CI, F, Br, I, CN, NO2, CF3, 
.C(0)OR*, -S02RS -NR7R8, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Cy^ cycloalkyl. 
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Ci-4 haloalkyl, C1-4 haloalkyloxy-, C1.4 alkyloxy-, C1-4 alJcylthio-, Cx-4 alkyl-C(OK 
C1.4 alkyl^O)NH-. .C(0)NR7aR8, .NRiOC(0)Rb -NR10s(O)2NR8r!>, or 
-S(0)2NR8R9; 

R5 is H, Ci-4 haloalkyl, or Ci-e alkyl substituted with 0-3 R5a; 
each R5a is, independently at each occurrence, H, C1-4 alkyl, OR*, F, =0, CF3, 
CN, -C(0)Ra -C(0)ORS -C(0)NR7'R«, or -S(0)pRc; 

each R« is, indepeadeady at each occurrence. H, Ci^ alkyl, .(CH2)rC(0)0Ra, 

-(CH2)rS(0)2NR''''R^ or -(CH2)rORa; 

each R^"^ is, independently at each occurrence, H or C1.4 alkyl; 

each R7 is, independently at each occurrence, H, alkyl, '(CH2)n-pheuyl, 
(C1.6 alkyl)C(O)-. (Cg-io aryl)-Co^ alkyl^O)-, (C3-6 cycloalkyl>Co4 alkyl-C(O)-, 
(Ci-4 alkyl)0C(O)-, (Cg^io aiyl)-C(M alkyl-OC(0)-, 

(Cm alkyD-C(0)0.(CM alkyl>OC(0)-, (Ce-io aryi>C(0)0-(CM alkyl>OC(0)-, 
(Ci-6 alkyl)-NHC(0)-, (Ce-io aryl).Co4 alkyl-NHC(0)-, (Ci^ alkyl)-S(0)2-. 
(C6-10 aryl)-(Co.4 alkyl)-S(0)2-, (C1.6 alkyl)2NC(0)-, phenyl-NHC(0)-, 
benzyl-NHC(0)-, (phenyl)(Ci,6 alkyl)NC(O)-, or (benzyl)(Ci-6 alkyl)NC(O)-, wherein 
said phenyl and aryl are substituted with 0-2 R^^; 

each R^a is, independently at each occiiirence, H, Cm alkyl substituted with 0-2 
R7b or 0-2 R'^p or -(CH2)rC3-io carbocycle substituted wilh 0-3 Rf; 

each R71» is, independently at each occurrence, =0, ORS, F, CI, Br. I, CN, NO2, 
-NR7R8, -C(0)Rg, -C(0)ORg, -NR8C(0)Rg, -C(0)NR8r9 .nr8C(0)NR8R9. 
-SO2NR8R9 -NR8S02^fR8R^ -NR8SO2-CM alltyl. -NR8SO2CF3, -NR8S02-phenyl, 
-S(0)2CF3, -S(0)p-CM aJkyl, -S(0)p-phenyl, or -(CF2)rCF3; 

each R?'^ is, independently at each occmrence, C3.10 carbocycle substituted with 

0-3 Rf; 

each R8 is, independently at each occurrence. H, Ci.q alkyl. Of -(CH2)n-plienyl; 
each R** is, independently at each occurrence, H, OH, Ci-6 alkyl, 
-(CHaVphenyl, (Ci-g alkyl)C(O)-. (Ce-io aryl)-CM alkyl-C(O).. 
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(C3^ cycloalkyl)-C(M alkyl-C(0)'. (C1.4 alkyl)OC(0)-, (Cg-io aryl)-Co^ alkyl-OC(O)-, 
(Cm alkyl)-C(0)0-(CM alkyl)-OC(O)-. (C6-10 atyl)-C(0)0-(CM alkyl)-OC(OH 
(Cw alkyl).NHC(0)-, (Ce-iO 8Jyl)-Co4 alkyl-NHC(0)-, (Ci^j alkyl)-S(0)2-, 
(C6-10 atyl)-(Co4 alkyl)-S(0)2-, Cm alkoxy, (Cm alkyl)C(O)0-, or 
(C6.10 aryl)-(Co^ alkyl)-C(0)0-; wherein said phenyl and aryl aie substituted with 0-2 

each R» is, independently at each occurrence, H, Ci^ alkyl, or -(CHaVptenylJ 
each is, independently at each occurrence, H, Ci.^ alkyl substituted with 0-2 
Rioa C2.6 alkenyl substituted with 0-2 RlO*, C2.6 alkynyl substituted with 0-2 Ri<J», 
(C1.6 alkyl)C(OV, (C3-6 cycloalkyl)Ci.3 alkyl-C(O)-, (Cs^ cycloalkyl)C(0)., 
pbenyl-C(O)-, benzyl-C(O)-, benzyl-S(0)2-, (C1.6 alkyl)NHC(0)-. (Cm alkylWO)-, 
ph6nyl-NHC(0)-, benzyl-NHC(O)-, (phenyl)(Ci.6 alkyl)NC(O)-. 
(benzyl)(CM alkyl)NC(O)-, (C1.6 alkyl)-S(0)2-. phenyl-S(0)2-. or -(CH2)rC3.io 
carbocycle substituted witix 0-3 R<*; 

each RiOa is, independentiy at each occurrence, H, Cm alkyl, OR^, CI, F, Br, I, 

=0, CF3, CN, NO2, -C(0)R^ -C(0)OR^ -C(0)NR'^'^R8, or -S(0)pRC; 

each Rl^ is, independently at each occurrence, H, =0, -(CH2)r-0R^ F, CI, Br, I, 
CN, NO2. -(CH2)rNR7R8, -C(0)RS -C(0)ORa, -NR8C(0)Ra, -NR8C(0)0Ra, 
-C(0)NR7aR8, -NR«C(0)NR8r9, -S02NR8R!». -NR8S02NR8r9, .NR^SOz-Cm alkyl, 
-NR8SO2CF3, -NR8S02-i>]ienyl, -S(0)2CF3. -S(0)p-CM alkyl, -S(0)p-phfinyl, 
-(CF2)rCF3. C1.6 alkyl substituted with 0-2 R"S C2.6 alkenjd substituted with 0-2 R^S 
C2.6 alkynyl substituted with 0-2 Rll% C1.6 alkyl substituted with 0-2 R"^ C2-6 alkenyl 
substituted with 0-2 Rl or Cz^ alkynyl substituted with 0-2 Rl 1^; 

each Rlla is, independently at each occurrence, =0, OR*, F, CI, Br, I, CN, NO2, 
-NR7R8, -C(PW, -C(0)OR* -NR8C(0)RS -C(0)NR7aR8, .NR8C(0)NR8R^ 
-SO2NR8R9, -NR8SO2NR8R9, -NR8SO2-CM alkyl, .NR8SO2CF3, -NR8S02-phenyl, 
-S(0)2CF3, -S(OVCm alkyl, -S(0)p-phenyl, or .(CF2)rCF3; 
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each R^^^ is, independently at each occurraice, C3.10 caibocycle substitated with 
0-3 Rd; or 0 6 12 mcmborod hctorocyclo conafating ofl carbon atoroa and 1 i 
hctcroatom s s elected from tfao group con s isting of 0» and S(0) p , and substitatod 

each Rl2 is, independently at each occuitence, OR^^a -C(0)NR7*R*, 
-(CH2)rC02Rl^ -(CH2)rS03H, -OSO3H, .(CH2)rP03H, -OPO3H2, -PO3H2, 
-NHPO3H2, -NHCOCF3. -NHSO2CF3. -CONHNHSO2CF3, -C(CF3)20H, -S02NHR^^^ 
.CONHS02NHRl2a .S02NHCORi2», -SOjNHCOaRlZa -CONHS02Ri2b 

-NHS02RI2^ -C0NH0Rl2^ 

N-N N-N N=N 

N-N . O 

— {CH2),C0Nh+— V/ 

N 



each Rl2a is, independently at each occurrence, H, Ci^ alkyl, or -(CH2)rC3.lO 
carbocycle substituted with 0-3 Rd; wHGB^ ^ 5 10 mcmborDd hctcrooyclo consi s ting 
ef- carbon atoms and 1 i hctcroatoms selected from the group con s isting of N, Oj 
«nd-S(^p , ond s ubstituted with 0 3 

each Rl2b is, independently at each occurrence, Ci-6 alkyl substituted with 0-2 
R*2c, C2-6 alfcenyl substituted with 0-2 Rl2c, C2-6 alkyn>^ substituted with Rl^c or 
-(CH2)rC3.io carbocycle substituted with 0-3 Rl2 c^ o r (CIIj,)» S 10 mcmbcrcd 
h otcrocycic consisting of: carbon atoms and 1 4 hctcroatoms s elected from the 
group consisting of N, O, and iS(0)y, and s ubstituted with 0 3 R* ^; 

each R^^ is, independently at each occuirence, H, F, CI, Br, I, CF3, OCF3, CN, 
NO2, 0R% -COzRS -NR7R8, -S02RS Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, or 
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-(CH2)rC3-io caAocycle substituted with 0-3 Rd; ^M^^Mi 10 mombcrcd 

^.aauu Lu II "r < 'mT nrnmi n urt T M ' ' n -o . . T> 

^t«u A li. UMi. o f N. O, n iirt S( O V - mia uubfltttatcd ^it h 0 

Rl3 is H, Cm alkyl. (NR7R8)Cm aUcyl. (SR<')Cm alkyl, (OR*)Cw alkyl, ORS 
F, CF3, -C(0)RS -C(0)ORa, -C(0)NR7*R8, or -S(0)pR''; 

Ri4 is H, Cm alkyl. (NR''R»)Cm alkyl. (SR'^)Ci-4 alkyl. (OR«)Cm alkyl, ORS 
F, CF3, ■C(0)R» .C(0)0RS -C(0)NR7»R8, or .S(0)pR<'; 

alternately, R" and R^ maybe taken together to be =0; 

Ri5 is Hot Cm alkyl; 

Rl6 is H. Cm alkyU benzyl, Cm alkyl-C(0)-. Cm alkyl-S(0)2-, or 
CMalkyl-OC(0)-; 

each R« is, independently at each occurreace, H, C1.4 alkyl, '(CH2)rC02RS, 
-(CH2)r^3.7 cycloalkyl, or -(CH2VCM0 aryl, wherein said aiyl is substituted with 0-2 

Rf; 

each Rb is, independently at each occuireflce, CF3. OH, Cm alkoxy. C1.6 alkyl, 
or -(CH2)rC3.io carbocycle substituted with 0-2 

each Ro is, independently at each occurrence. Cm alkyl. Ce-io aryl, or 
(C6.10 aryl)-CM alkyl, wherein said aryl is substituted wiHi 0-2 Rd; 

each R<i is, independently at each occuneaicc, H, =0. OR?, F, CI, Br, I, CN, NO2, 
.NR7R8, -C(0)R^ -C(0)OR^ -NR8C(0)RS -C(D)NR7aR8, -SOzNRSrS, 
->JR8S02NR8R^ -NR8SO2-CM alkyl, .NR8SO2CF3. -NRSSOz-phenyl, -S(0)2CF3, 
-S(OVCm alkyl, -SCOVphenyl. -(CF2)rCF3, Ci-6 alkyl substituted with 0-2 R^ 
C2-6 alkenyi substituted with 0-2 R«, or C2-6 alkynyl substituted with 0-2 R^; 

each Re is, independently at each occurrence, =0, ORS F, CI, Br, I, CN, NO2. 
.NR8R9. -C(0)R^ -C(0)OR^ -NR8C(0)R^ -C(0)NR7«^R8. .SO2NR8R9, 
-NR8SO2NR8R9, -NR8SO2-CM alkyl, -NR8SO2CF3, -NR«S02-phenyl. -S(0)2CF3, 
-S(0)p-Cm alkyl, -S(0)p-phenyl, or -(CF2)rCF3; 
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each Rf is, independently at each occurrence, H, =0, ORg, F, CI, Br. I, CN. NO2, 
.NR8R9, -C(0)Rg, -C(0)ORB, -NR8C(0)R8, -C(0)NR^R^. -S02NR8R9 
.NR8SO2NR8R9 -NR8SO2-CM alkyli -NR8SO2CF3, -NR8S02-phenyl, -S(0)2CF3, 
-S(0VCi-4 alkyl, -S(0)p-pW. -(CF2),CF3, Ci-Ce alkyi, C2-C6 allcenyl, or 
C2-C6 alkynyl; 

each RS is, independently at each occurrence, H, C1.6 alkyl, or 

-(CH2)n-phenyl; 

n, at each occurrence, is selected from 0, 1, 2, 3, and 4; 

p, at each occurrence, is selected from 0, 1, and 2; 

r, at each occununce, is selected from 0, 1, 2, 3, and 4; and 

provided that when Li is a hond and A is phenyl or a 6 roombcrod aromotic 
N-hcterocyclo. then ring A is not substituted ortho to Lj with OH, halogen, -CO2H, 
-C(0)0-Cm alkyl, -0-phenyl. -O-benzyl, -NR^RB, -CH20RS haloalkyl, -S-Cm 
or -NHSO2-CM alkyl. 

2. (Currently amended) A compound according to Claim 1, wherein the compound 

I 

is of Formula Ga): 




On) 

or a stereoisomer or a pharmaceulically acceptable salt or hydrate thereof wherein: 

A is phenyl substituted with 0-2 and 0-1 Rl2; 

B is phenyl substituted with 0-2 R" and 0-1 R^^; 

Ri is H. -NH2, -NH(Ci-C3 alkyl), -N(Ci-C3 alkyl)2, -C(-NH)NH2, 
-NHC(-NH)NH2. -C(0)NH2. -CH2NH2. -CH2NH(Ci-C3 alkyl), 
.CH2N(Ci-C3 alkyl)2, -CH2CH2NH2, -CH2CH2NHCC1-C3 alkyl), 
-CH2CH2N(Ci-C3 alkyi)2, -C(=NR8)NR7r9. .NHC(-NR8)NR7r9, 
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.ONHC(=NR8)NR7R^ -NR8CH(=NR7), .C(-NR8-)NR7R9. -NHC(-NR8a)NR7R$'» 
-NR7R8, -C(0)NR7»R8, .s(0)pNR8R9, F, CI, Br. I, OCF3. CF3. ORS SRS CN or 
Ci^ &lky\ substituted wittx 1 R>*; 

Ria is -C(=NR8)NR7r9 .NHC(=NR8)NR7R», -0NHC(=NR8)NR''R^ 
.NR8CH(-NR7). -NR7R8. .C(0)NR7^R8, -S(0)pNR8R9, p, OCF3, CF3, 0R^ SRS or 
CN; 

r2 is H. F, ORS CN» -NR7R8, -C(0)NR7aR8, .NRlOC(0)Rb -S(0)pNR8R9, 
.S(0)R« -S(0)2RS Cim alkyl substituted wilii 0-2 K^, or ■iCHih-C^.d carbocycle 
substituted with 0-2 R2b; 

each R2a is, independently at each occurrence, H, F, OCF3, CF3, OR*, SR», CN. 
-NR7R8, .C(0)NR7aR8. -NRlOC(0)Rb -S(0)pNR8R9, -S{0)R« or-S(0)2R'*; 

each R2b is, independently at each occurrence, H, F, 0R% SRS CN, ISIO2, CF3, 
-S02R«, -NR"'R8, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl, C1-C4 
haloalkyl. C1-C4 haloalkyloxy-, C1-C4 alkyloxy-, C1-C4 alkyltiuo-. C1.C4 alkyl-C(0)-, 
orCi-C4alkyl-C(0)NHs 

r4 is phenyl substituted with 0-3 R'*''; 

each is, independently at each occurrence, H, OH, CI, F, CI, Br, CN, NO2, 
CF3, -C(0)ORS -S02RS -NR'^R*. Ci-Cfi alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 
cycloalkyl, C1-C4 haloalkyl, C1-C4 haloalkyloxy-, C1-C4 alkyloxy-. C1-C4 alkylthio-, 
C1-C4 alkyl-C(0)-, C1-C4 alkyl-C(0)NH-, -C(0)NR7«r8, .NRlOc(0)Rt 
-NR1<5S(0)2NR8r9, or -S(0)2NR8r9; 

R5 is H, C1-C4 haloalkyl, or Cj-Ce alkyl substituted with 0-2 R^^; 

each Rfi is, independentiy at each occurrence, H, Ci^ alkyl, -(CH2)rC(0)0R'>, 
-(CH2)rS(0)2NR7'»R8 or -iOh^O^": 

each R^ is, independently at each occurrence, H or Cj^ alkyl; 

each R7 is, iudependently at each occurrence, H, Ci.e alkyl, -(CH2)n-plienyl, 
(C1.6 alkyl)C(O)-. (C6.10 aiyl)-Co4 alkyl-C(0)-, (C3-6 cycloalkyl)-Co4 alkyl-C(0>, 
(Cm alkyl)OC(0)-, (Ce^io aryl)-C(M alkyl.OC(0>, 
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(Cm alkyl)-C(0)0-(CM alkyl)-OC(O)-, (Ce-iO aryl)-C(0)0-(CM alkyl>OqO)-, 
(Ci^ alkyl)-NHC(0)-. (Ce-io aryl)-Co-» alkyl-NHC(0)-. (Ci.6 alkyl)-S(0)2-. 
(Ce^io arylXQM alkyl)-S(0)2-, (C w alkyl)2NC(0)-. phenyl-NHC(0)-. 
bcnzyl.NHC(0>, (phenyl)(Ci^ alkyl)NC(0)-, or (bcnzyl)(Ci-6 alkyl)NC(0)-, wherein 
said phenyl and aryl are substituted with 0-2 R^; 

each R7a is, independently at each occurrence, H, Cm alkyl substituted with 0-1 
R7b or O-l -(CH2)rC3.7 cycloalkyl substituted with 0-2 R^, or ^CHaVphenyl 

substituted with 0-3 Rf; 

each R^ is, independently at each occurrence, =0, 0R8, F, 01, Br, I, CN, NO2, 

-NR7R8, .C(0)RS, -C(0)ORS, -NR8C(0)Rg, -C(0)NR8r9, -NR8C(0)>IR8R«>. 

.SO2NR8R9, -NR8S02NR8R^ -NR8SO2-CM alkyl. -NR8SO2CF3, -NR8S02-phenyl, 

-S(0)2CF3, -S(0)p-Cm alkyl, -S(0)p-phenyl, or -(CF2)rCF3; 

R7c is C3.10 caibocycle substituted with 0-3 R^; 

each R8 is, independently at each occurrence, H, Ci.6 alkyl, or -(CH2)n-phenyl; 

each R** is, independoitly at each occuirence, H, OH, Ci-e alkyl, 
-(CH2Vplienyl, (C1.6 aIkyl)C(OK (Cg-lO aryl)-Co4 alkyl-C(O)-, 
(C3^ cycloalkyl)-Co4 alkyl.C(0)-, (Cm alkyl)OC(O)-, (C6-10 aryl)-C(M alkyl-OC(0)-, 
(Ci4 alkyl)-C(0)0-(Ci.4 alkyl)-OC(O)-, (Ce-io aryl).C(0)O<CM alkyl)-OC(O)-, 
(C,^ alkyl>NHC(0)-, (Ce-lO aryl)-C(M alkyl-NHC(O)-, (Ci^ alkyl)-S(0)2-, 
(Ce-io arylHCo^ alkyl>S(0)2', Cm alta>xy, (Cm alkyl)C(0)0-. or 
(C6.10 aryl)-(Co4 alkyl)-C(OP-; wherein said phenyl and aryl are substihited with 0-2 

Rf; 

each R^ is, independently at each occurrence, H, Cue alkyl, or -(CH2)n-phenyl; 

each RlO is. independently at each occurrence, H, Ci-6 alkyl substituted with 0-2 
RlO«, C2^ alkcnyl substituted with 0-2 Rlo*. C2-6 alkynyl substituted with 0-2 RlO^ 
(C1.6 alkyl)C(0)-, (C3.6 cycloalkyl)Ci,3 alkyl-C(0)-, (C3.6 cycloalkyl)C(0>, 
phenyl-C(OK benzyl-C(O)-, benzyl-S(0)2-, (Cj-e alkyl)NHC(0)-, (Ci^e alkyI)2NC(0)-, 
phenyl-NHC(0)-, ben2ylTNHC(0)-, (phenyl)(Ci.6 a]kyl)NC(OH 
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(ben2yl)(Ci-6 alkyl)NC(O)-, (Ci^ alkyl)-S(0)2-. phenyl-S(0)2-, or -(CH2)rC3-iO 
carbocycle substituted with 0-3 R^; 

each RiOa is, independently at each occuneiice, H, Cm alkyl, ORS CI, F, CI, Br, 
I, =0. CF3, CN. N02. -C(0)RS .C(0)OR». -C(0)NR7aR8. or -S(0)pR<>; 

each Ril is, independently at each occurrence, H, =0. -(CHaVOR*. F, CI. Br, I, 
CN, N02, -(CH2VNR7R8, -C(0)R^ -C(0)ORS -NR8C(0)R^ -NR8C(0)ORa 
.C(0)NR7aR8, -NR8C(0)NR8R» -SOaMR^R^, -NR8S02NR8r9, -NRSSOi-Cm alkyl, 
-NR8SO2CF3. -NR8S02-phenyl, -S(0)2CF3, -S(0)p-CM alkyl. -S(0)p-plienyl, 
-(CF2)rCF3, Ci^ alkyl substituted with 0-2 R^l", C2.6 alkenyl substituted with 0-2 Ri^S 
C2-6 alkynyl substituted with 0-2 Ri l^ Ci-6 alkyl substituted with 0-2 R"«>, C2.6 alkenyl 
substituted witii 0-2 R^b, or C2-6 alkynyl substituted witii 0-2 Rl lb; 

each Rila is. independently at each occurrence, =0, OR* F, CI, Br, I, CN, NO2, 
-NR7R8, -C(0)RS -C(0)ORa. -NR8C(0)RS -C(0)NR7»R8, -NR8C(0)NR8r9, 
-SO2NR8R9 -KR8SO2NR8R9 -NR8SO2-C14 alkyl. .NR8SO2CF3, -NR8S02-phenyl, 
-S(0)2CF3, -S(0)p-CM alkyl, -S(0)p-phenyl, or -(CF2)rCF3; 

each Rill" is, independently at each occurrence. C3.1O carbocycle substituted wilh 
0-3 Rd; or q S 13 mcmbered hctcrocyclc copaisflng of; carbon atoms and 1 1 
Ii «^lcio m u»i y bolut e rt f r n m m s ioup t onri D t i ng nf N. O, ond S(0)p, and sub s tituted 

each Rl2 is, independently at each occurrence, OR}^^ -C(0)NR7aR8, 
-(CH2)rC02Rl^ .(CH2)rS03H. -OSO3H, -(CH2)rP03H. -OPO3H2. -PO3H2, 
^NHPOaHa, -NHCOCF3, -NHSO2CF3, -CONHNHSO2CF3, -C(CF3)20H, -SO2NHRI2*, 
-CONHS02NHR12*. -SOaNHCORl^ .S02NHC02Rl2^ .CONHS02Rl2b 
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-NHS02Rl^, -C0NH0Rl2b, 

N-N N-N N=N 

^'^ 

N-N V .0 



r7 or >f_, I 

R HO o 

each Ri2a is, independently at each occurrence, H, Ci-e alkyl» 2E -(CH2)rC3-io 

caibocyclesobstitoted with 0-3 eM^)^ 5 10 ntcmbcrcd h o f u ocyelc conoisting 

ef <iorboii atoui i i and 1 1 hctcrofltoms Bolcctcd from the gropp conslstine of N, O, 

ftnd-S ^) and oubstltutcd with 0 3 

eachRl^b is, independentiy at each occurrence, Ci-Ce alkyl substituted wiih 0-2 
Rl2c C2-C6 alkenyl substituted with 0-2 R^^, C2-C6 alkynyl substituted with 0-2 Ri2c, 
fiE -(CH2)r-C3.Cio carbocycle substituted with 0-3 Ri2(v^i.-^)^. 5 - 10 mcmbcr ed 
hctcro c rdo c o na ls t l nE """^ ^ hctcroatoms selected from the 

group consi s UuB of N, Oj and S(0)p r^ md subatitntcd with 0 3 1 ^; 

each Rl2c {g, independently at each occurrence, H, F, CI, Br, I, CF3, OCF3, CN. 
NO2, ORS -C02R^ -NR7r8, -S02RS Ci-C6 alkyl. C2-C6 alkenyl, C2-C6 alkynyl, fir 
-(CH2VC3,io carbocycle substituted with 0-3 R^; eMe%)r ^O mcmbcr ed 
hc ta- a c y c k c oiuiit in E "fa-"" ""'^ ^ ^ littorontoms solocted from the gro^^ 

consisting of N, O, and S(Q)t> r< md substitntcd with 0 - 3^^ 

Rl3 is H or Cm alkyl; 

Rl4 is H or Ci-4 alkyl; 

R16 is H, Cm alkyl, benzyl. Cm alkyl-C(0)-, Cm alkyl-S(0)2-, or 
CMalkyl-OC(0)-; 

each R* is, independently at each occunence, H, Cm -(CH2)rC02R8, 
-(CH2)rC3.7 cycloalkyl. or -(CHzVCe-iO aiyl. wherein said aryl is substituted with 0-2 
Rf; 
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each Rb is. independently at each occurrence, CF3, OH, Cm aU^oxy, Ci.6 alkyl, 
or -(CH2)rC3-io caibocycle substituted with 0-2 R"*; 

each R<5 is, independently at each occuirence, Ci^ alkyl, Ce-iO aryl, 
or (C6.ioaryl)-CM alkyl; 

each Rd is, independently at each occurrence, H. =0. 0R^ F, CI, Br. I, CN, NO2. 
^NR7R8, -C(0)R^ -C(0)ORS -NR8C(0)R^ -C(0)NR7aR8, .S02NR8r9, 
-NR8S02NR8R^ -NR8SO2-C1-4 alkyl, -NR8SO2CF3. -NR8S02-phenyl, -S(0)2CF3, 
-S(OVCm alkyl, -S(OVphe«iyl. -(CPlhCBi, Ci-Ce alkyl substituted with 0-2 RS 
C2-C6 alkenyl substituted with 0-2 R^. or C2-C6 alkynyl substituted with 0-2 R«; 

each R« is, independently at each occuirence, -0, ORS F. CI, Br, I, CN, NO2, 
-NR8R9, -C(0)RS .C(0)ORa -^1R8C(0)R^ -C(0)NR7^R8. -SO2NR8R9. 
-NR8S02NR8R» -NR8S02-Ci^ alkyl, -NR8SO2CF3, -NRSSOz'phenyl, -S(0)2CF3, 
-S(0)p-Ci^ alkyl. -S(OVphenyl, or -(CFjhCFy, 

each Rf is, independently at each occurrence, H, =0, ORg. F, CI. Br, I, CN, NO2, 
.NR8R9, -C(0)Rg. -C(0)OR^, -NR8C(0)RS, -C(0)NR8R9. -SOzNRSR^, 
.NR8S02NR»R9, -NR8SO2-CM alkyl, -NR8SO2CF3, -NR8S02-phenyl, 'S(0)2CF3, 
-S(0)p.CM alkyl, -S(0)p-phenyl, -(CFaXCFs, Ci-Ce alkyl, C2-C6 alkenyl. or C2-C6 
alkynyl; 

each Rg is, independently at each occuirence, H, C1.6 alkyl, ^ -(CH2)n-pbenyl; 

n, at each occuirence, is selected ftom 0, 1, 2, 3, and 4; 

p, at each occurrence, is selected from 0, 1, and 2; and 

r, at each occuirence, is selected from 0, 1, 2,3, and 4; 

provided that A L phenyl or « 6 mumla .id aromf ^ ac N h i kr nr y rl r. t hen ring 
A is not substituted ortho to ihe tetrahydroquinoline with OH, halogen, -CO2H, 
^0)0^M alkyl. -0-phenyl, -O-benzyl, -NR^rs, .CH20RS baloalkyl, -S-Cm alkyl. 
or -NHSO2-C14 alkyl. 
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3. (Currently amended) A compound according to Claim 2, wherein the compound 
is of Formula (lb): 



'-oX- 



H 
(lb) 

or a stereoisomer or a phannaceutically acceptable salt or hydrate thereof wherein: 
B is phenyl substituted with 0-2 ^ and 0-1 R*2; 
Rl is H, F, CI, -C(-NH)NH2, -CH2NH2, -C(0)NR7^R8, oMe. or CN; 
R-* is H, -(CHz)r-C3-C7 cylcoalkyl substituted with 0-2 R^^ or -(CH2)rph6nyl 

substituted with 0-3 R4b; 

each R^** is, independently at each occurrence, H, OH, CI, F, CI, Br, CN, NO2, 
CF3, -C(0)OR» -S02RS -NR'^R^ C1-C4 alkyl, C2-C4alkcnyl, C2-C4 alkynyl, 
C3.C6 cycloalkyl. C1.C4 haloalkyi, C1-C4 haloalkyloxy-, C1-C4 alkyloxy-, 
C1-C4 allcylthio-, C1-C4 alkyl-C(O)-, or C1-C4 alkyl-C(0)NH-; 

r3 is H, C1-C3 alkyl, or C3-C6 cycloalkyl; 

each R7 is, independently at each occurrence, H, C1.6 alkyl, or benzyl; 

each R7a is, independently at each occurrence, H. Ci-4 alkyl substituted with 0-1 
R7b or 0-1 R7«, -(CH2)rC3-7 cycloalkyl substituted with 0-1 Rf or -(CH2)rphenyl 

substituted with 0-2 Rf; 

eachRTb is, independentiy at each occurrence, ORs, F, CN, -NR^rS, -C(0)RS, 
.C(0)ORg, -NR8C(0)R8, -C(0)NR8R9, .SO2NR8R9, or -NR8SO2-CM alkyl; 

R7c is C3.7 cycloalkyl substimted with 0-1 Rf or phenyl substimted with 0-2 R^; 

each R8 is. independently at each occurrence, H, Ci^ alkyl, or benzyl; 

each R9 is, independently at each occurrence, H, C j.6 alkyl, or benzyl; 

each Rl * is, independentiy at each occurrence, H, F, -(CH2)rOR*, CN, 
-(CH2)rNR^R^ -C(0)ORS -NR8C(0)RS -NR8C(0)0R^ -C(0)NR7'^R8, 



Pagcl4of28 



PAGE 1SQ9'IKVD AT 115/2006 10:24:51 AM [EastemStandard Time]* SVR:U^^^ 



JAN. 5.2006 10:27AM BM8 PATENT DEPT NO. 5747 P. 16 

U.S. Serial No. 10/796^96 
Docket No.: PH-7493-NP 

.NR8C(0)NR8R^, -S02NR8R^ or -NR8SO2-CM alkyl; 

R12 is .C(0)NR7aR8, -(CH2)rC02Rl2s -S02NHRl2^ -C0NHS02NHRl^ 
-SOjNHCORl^". .S02NHC02Rl^ .CONHS02Rl2^ -NHS02R»2b, 
.C0NHS02R^^, .C0NH0R121', or -(CH2)r5-tetrazolyls 

each Rl2a is, independently at each occurrence, H or Ci-g alkyl; 

each R^b is, independently at each occurrence. C1-C4 alkyl substituted with 0-1 
Rl2c, C2-C4 alkenyl substituted with 0-1 K^^, C2-C4 alkynyl substituted with 0-1 Rl2c 
or -(CH2)rC3.C7 carbocycle substituted with 0-2 Rl2"V«H€B^r5 6 mcmbcred 
h tiuut y at Loii' i .fin e of- n ii bu u utom^ ppd 1 I Utt ti oatom? T r lcctod from the 
l -m up tou a LUn a u f O , ( ind S (Q)pr aud Aub ^t itutcd i ^ l th 0 -> R^^'; 

each Rl^c is, independently at each occurrence, H, F, CI, Br, I, CF3. OCF3, CN, 
NO2. 0R». -C02R», -NR7R8, -SO2RS C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, or 
-(CH2)r-C3-io carbocycle substituted with 0-3 R*; oMeB^« - S ^0 mombowd 
U duoiij t k to m hiin s n f ru rb nn u toi ua mid 1 < hc t>-i u a tu m i i n rlrotnd from the group 
coi U ji. UuB of N, O, n n d S ( f^ pr uad substituted with 0 1 ff ^ 
Rl3isHorCi-C4alkyl; 

eachR'' is, independendy at each occurrence, H, Cia alkyl, -(CH2)rC02R8, 
-(CH2)rC3.7 cycloalkyl, or -(CH2)rC6-io aryl; 

each Rf is, independently at each occurrence, H, =0, 0R8, F, O, Br, CF3, CN, 
NO2, -KR8R*'. MOW, -C(0)ORg, -NR8C(0)Re. -C(0)NR8r9. -SOiNR^R^ 
.NR8SO2-CM alkyl. -NR8SO2CF3. -S(0)2CF3, -S(0)p-CM alkyl, C1-C6 alkyl. 
C2-C6 alkenyl, or C2-C$ alkynyl; 

each RS is, independently at each occurrence, H or C^ a^kyU 

p, at each occuirence, is selected from 0. 1, and 2; an^ 

r, at each occurrence, is selected from 0, 1, 2, 3, and 4; ttoA 

provided ring A is not substituted ortho to its attachment to the 
tetrabydroquinoline withOH, -CO2H, -C(0)0-Cm alkyl, 0-phenyl, 0-benzyl. -NR-^R8. 

or -NHSO2CM alkyl. 



Page IS of 28 

PAGE 1SI29'RCVD AT 1/S/2006 10:24:51 AM [Eastern Standard rune]* SVR:USPTO{FXRF-«24' DNIS:2730684'CSID:6092524526' DURATION l!m^)mi 



JAN. 5. 2006 10; 27AM BMS PATENT OEPT 



NO. 5747 P. 17 



U.S. Serial No. 10/796^96 . 
Docket No.: PH-7493-NP 

4. (Currently amended) A compound according to Claim 3, wherein: 
A is phenyl substituted with 0-2 R"; 
B is phenyl substituted with 0-2 R" and 0-1 R^^; 
Rl is -C(=NH)NH2. -C(=0)NH2, -CH2NH2, or OMe; 
r4 is phenyl substituted with 0-1 R*''; 
R4bisH,OH,orF; 
R5isH,Me,Et,orPr; 

each Rl^ is, independently at each occurrence, H, F, OH, OMe, CN, -NH2» 
-CH2OH, -CO2H, -C02Me, -NHCOMe, -NHCOEt, -NHCOPr. -NHCO(i-Pr), 
.NHCO(i-Bu), .NHCO(cycIopropyl), ^NHCO(phenyl), .NHCO(2-C02H-phenyl), 
-NHCOO-COzH-phenyl), -NHCO(4-C02H-phenyl), -NHC0(3,5-(CO2H)2-phenyl)-, 
-NHCO(3,5-(CF3)2-phenyl),-NHCO(3-Me-5-C02H-phenyl), 
-miCO(3-(t-Bu)-5-CO2H-phenyl),-NHCO(3-C0NH2-5-CO2H-phenyl), 
-NHCO(3-NH2-S-C02H-phenyl). -NHCO(benzyl), -NHCO(phenethyl), 
-NHCO(phenylpropyl), -NHCO[2-(2.pyridyl)-e1hyl], -NHCO(tctrazol-5-yl), 
.NHCOCH2(tetra20l-5-yl), -NHCO(CH2)2(tetrazol-5-yl), -CONH2. -CONHMe. 
-CONH(i-Pr), -CONH(i-Bu), -CONH(t-Bu). -CONH(benzyl), -CONH(phenethyI), 
-CONHCphenylpropyl), -CONH[2-(2.pyiidyl)-ethyl], -NHCONHMe. -NHCONHEt, 
-NHCH2CO2H. -NHCOCO2H, -NHCOCH2CO2H. -NHCO(CH2)2C02H. 
-NHCO(CH2)3C02H. ^WHS02M6. -NHSOiEt, or -CH2J«Vle2; 

Rl2 is .CO2H, -CH2(C02H), -C02Me, -SO2NH2, or -CONHjJ and 

Rl3isHorMe;fta4 

provided ring A is not substituted ortho to its attachment to ihe 
tetrahydroquinolme with OU, -CO2H, -C02Me, -NH2. or -NHSO2CM alkyl. 

5, (Original) A compound according to Claim 4, wherein: 

A is 1.2-phenylenp, 4-OMe-1.2-phenylene, 3-C02H-l,2-phenylene, 
4-0Me-5.0H-l,2.phenylene, S-CHjOH-l^-phenylene, 5-NHC0Me-l,2.phenylenc. 
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5-ph6aylcarbamoyl-l,2'phenylene, 5- benzylcarbatnoyl-l,2-plienylene, 

5-pheiie%lcarbamoyl-l>phenylene,5<3-phenylpropylcarbamoyl)4>ph^^^ 

5.[2K2-pyridyl)eliiylcaibamoylH>phenylene,5->mCO(i^^^^^ 

1.3-phenylciie, 6.0Me.l,3-plienylene. 6.F-l,3.phenylene, 5-NH2-1.3-phenylene, 

5-NHCOMe-l,3.pbeiiylene, S-NHCOEM.S-phenylene. 5.NHCOPr-l,3.pheQyiene, 

5-NHCO(i-Pr)-l,3-plienylene,5-NHCO(i-Bu)-U-phenyiene, 

5.NHCO(cyclopropyl)-l,3-pheoyleiie,5-NHCONHEt-l,3.phenylene, 

5-NHCOC02H-l,3-phenylene,5-NHCOCH2C02H-1.3-phenylene. 

5.NHCO(CH2)2C02H-1.3-phenylene.5-NHCO(CH2)3C02H-1.3.phetiylene. 

5-NHCO(phenyl)-1.3-phenylene,5-NHCO(benzyl)-l,3-plienylene, 
5-hfflCO(2.C02H-phenyl)4.3-phenykne,5-NHCO(3-C02H-ph6nyl)-1.3-phenyl^^^ 

S-NHCO(4-C02H-pbenyl)-l,3-phenyleiie. 

5-NHCO(3,5.(<X)2H)2-phenyl)-l^-phenylene, 

5-NHCO(3,5-(CF3)2-pbenyl)-l,3-phenylene, 

5-NHCO(3-Me-S-C02H-phenyl)-l.3-pheoyieQe, 

5-NHCO(3-(t-Bu>5-C02H-phenyl)-U-phcnylene, 

5-NHCO(3-CONH2-5-C02H-pheayl)-l,3-plienylene, 

5-NHCO(3-NH2-5-C02H-phenyl>l,3-phenylene. 

5.>fHCO(tetrazol.5-yl)-l,3-phenylene,5-NHCOCH2(tctrazol-5.^^^^ 
5-NHCO(CH2)2(teliazol-5-yl)-1.3-phenyleiie,5.NHS02Et.l,3-phenylene, 

5-NHCH2C02H-l,3-phenylene, or 3-C02H-l,4-phenylene; 

B is 2-C02H-pheiiyl, 4-C02H-phenyl. 2-S02NH2-pbenyl, 
3-CH2(C02l-D-ptienyl, 2.4-(C02H)2-phenyl, 2.4.(C02Me)2-phenyl, 
2,4-(CONH2)2-pl^enyl, 2-C02H^C02Me-ph6nyl, 2-C02H-4-NH2-phenyl, 
2-C02H-4.CN.phenyl. 2-C02H-4-OMe.phenyl, 2.C02H-4-NHAc-phenyl, 
2-C02H-4-CONH2-plienyl,2-C02H-4.CONH(i-Pr)-pheftyl, 
2^:02H-4-C(0)NH(i-Bu>phenyl,2-C02H-4-C(0)>ra(t-Btt)-phenyl, 
2-C02H-4-NHCOMe-pbenyl, 2-C02H-4-NHCONHMophenyl, 
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2-C02H-4-CH2NMe2-phenyl. or 2-C02H-4^NHS02Me-phenyl; 
Rl is -C(=NH)NH2. -C(=0)NH2. -CH2NH2. or OMe; 
R4 is phenyl, 4-OH-phenyl or 4-F-phcDj4; 
R5isH,Me,Bt,orPr;and 
Rl3isHorMe. 

6. (Original) A compound of Claim 1 selected from: 

2'-(6-carbamimidoyl-4-phenyH,2.3,4-tetrahydro-quinolin-2-yl)-4- 

isobutyicaibamoyI-biplienyl-2-carboxylicacid; 

2H6-caibaiminidoyl-4-phenyl-l,2.3,4-tetrahydro-quinolin-2-yl)-4- 

isobutyIcarbamoyl-5'-hydroxy-4'-nisthoxy-biphenyl-2-carboxylicacid; 

2'-[6-carbaminddo)d-4^4-hydroxy-phe»yl)-l,2,3^tetrahydio-quinoto^^^ 
hydroxy-4-i8obutylcarbamoyl-4*-niethoxy-biphenyl-2-carboxyUcacid; 

2H6-caibamiimdoyl-4-phenyl.l.2,3,4-tetrahydro-quinolin.2-yl)-b^^^ 

dicarboxylic acid dimethyl ester; 

2'-(6-«arbamimid0yl-4-phenyl4,23AtBtrahydio-qiiinolin-2-yl)-biph6nyW 

dicarboxylic acid; 

2'<6-caibamimidoyl-4-phenyl-l,2,3,4-tetrahydro-qmnolin-2-yl)-biphenyl.2- 
carboxylic acid; 

2'-(6-carbamimidoyl-4.pheayl-l,2,3,4-tetrahydro-quinolin-2-yl)-biphenyl-4- 
carboxylic acid; 

2'-(6-carbamimidoyl-4-methyl-4-phenyl-l,2,3,4-t6trahydro-quinoUn-2-yl)- 

biphenyl-2,4-dicarboxylic acid dimethyl ester, 

2H6-carbamimidoyl-4-mdhyl-4.phenyl-U,3,4'tetiahydro-quinolin-2-yl)- 

bipheayl-2,4-dicarboxylic acid; 

3'-(6-carbamimidoyl-4-pheQyH.2,3,4-tetrahydro-quinolin-2-yl)-4- 

i50biitjdcarbaroo>d-biphenyl-2-carboxyUc acid; 

3H6-carbaminudoyl-4-phenyl-l,2,3,4-tetrjdiydro-quinolin-2-^^^ 

butylcarbamoyl-biphenyl-2-carboxylicacid; 

3'-(6-carbamimidoyl-4-phenyl-1.23,4-tetrahydro-quinoUn-2-yl)-biph6nyl-2,4- 

dicarboxylic acid; 
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3K6-carbaminudoyl-4-phenyl4,2.3,4.t6trahydro-qumolm-2.^^^ 
caiboxylic acid; 

4-phenyl-2K2'-sidfimioyl-biphenyl-3-yl)-l^^,4-tetiahydro-qu^^^ 
caiboxamidine; 

4-methyl-4-phenyl-2<2'.siilfeinoyl-biphe0yl-3-yl)-lA3,4-te^ 
carboxamidine; 

346<arbamimidoyl4-phenyl4,2^,4-tetrahydro-quinolin-2-yi)-^^^^ 

dicarboxylic acid 4-methyl ester; 

3'K6-carbamiraidoyl.4-pbenyl-lA3,4-tetrahydro-qiiinolin-2-yl)-^^^ 

dicarboxylic acid diamide; 

3L(6-carbamiimdoyl-4-methyl-4-phenyl-l,2.3.4-tetrahydro-qmnolin-^^^^^ 

carbamoyl-biphenyl-2-carboxylic acid; 

3'-(6-carbanmmdoyl^phenyl-i;i.3Atelrahydro^uinolin-2-yl)-4-caA 

biphenyl-2-caiboxyUc acid; 

3'-(6-caibamimidoyl-4-methyl-4-phenyl-l,23,4-tetrahydro-quinolin.2-y0^ 

biphenyl-2,4-dicarboxylic acid; 

3L(6^jaAaimmidoyl-4-ethyl-4-phenyl4,2,3^tetrahydro-quinol^^^^ 

2,4-dicarboxylic acid; 

3V(6-caibaiminidoyM.propylyl4-phenyM,2,3^tetrabydio-qiiino^ 

biphenyl-2,4-dicatboxyUc acid; 

4.amin()-3•-(6-caIba^ni^lidoyM-^lethyl-4-phenyl-1^.3^tett^ 

yl)-biphenyl-2-carboxyIic acid; 

3H6-carbamimidoyl-4-methyl-4.pheflyI-lA3,4-tetnihydro-quinolin-^^^^^^ 

mBttxyl-ureido)-biphenyl-2-carboxylicacid; 

3'<6-carbamiimdoyl-4-m6thyl-4-phenyl-l,2,3Atelrahydro-quinolin-2^^^^^ 

methanesulfonylamino-biphenyl-2-carboxylicacid; 

4-acetylamino.3'-(6'Carbamiimdoyl-4-methyM-phenyl4,2,3,4-tetrahydro 

quinolin-2-yI)-biphenyl-2-caiboxylicacid; 

3H6.oarbamitnidoyl-4^methyl-4-phenyl4A3,4-tetrahydro-qiJinolin-2 

(7ano-biphcnyl-2-carboxylic acid; 
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3'-(6-carbamimidoyl-4-methyM-phenyl4,2,3,4-tetrahydro-qumoto^^^ 

biphenyl-2,4-dicarboxyUc acid 4-inethyl ester; 

3^(6K;arbainimidoyl-4-methyl-4-phenyl4,2,3.4.tetraliydro-qumolin-^^^^^ 

biphenyl-2-carboxylic acid; 

3V(6-carbamiiiiidoyl'4-methyl-4-phenyl.l,2.3^tetrahydro-q;anolin-^^^^^ 

methylcarbamoyl-biphenyl-2-carboxylioacid; 

346-caibaniimidoyl-4-methyl-4-phenyl-l,2^,4.tetrahydro-quin^^^^ 

isopropylcarbainoyI-biphenyl-2-carboxylioacid; 

3H6-carbamirmdoyl-4-methyl-4-phenyl-l,2,3,4-tetrahydro-qm^ 

butylcarbanioyl-biphenyl-2-carboxylicacid; 

3'-[6-carbamimidoyl-4-(4.fluoro-phenyl)-4-metbyl-l,2.3,44etrahydio-quin^^^ 

yl]-4-carbaiiioyI-biphenyl-2-carboxylicaoid; 

3'.(6-carbamimidoyl-4-methyM.phenyl-l,2,3,4-tetrahydro.quinolin-^^^^^ 

dimethylaminoinethyl-biphenyl-2-carboxyUc acid; 

346-caibamiinidoylO-methyl-4-pheayl4.23,4-tetrahydro-qujnoM 

carbainoyl-biphenyl-2-carboxylic acid; 

5'-anuno-3K6-carbamimidoyl^metbyl-4-phenyl-1^.3^tetrahydro-quinoli 

yl)-4-«tt"bamoyl-biphenyl-2-carboxylicacid; 

5'.ainino-3H6-caibaimmidoyl-4-pheayl-l,2,3,4-tetrahydro-quinol^^^^ 

biphenyl-2-carbox>4ic add; 

5'.acetylaniino-3K6-caibaiinmidoyl-4-me%l-4-phenyl-l^,3,4.tet^^ 

quinolin-2-yl)-4-carbamoyl-biphenyl-2-carboxylicaci^ 

3'<6-caibamiimdoyl4.methyl-4-phenyl-U,3,4-te1rabydro.qiiinol^^^^ 

carbamoyl-5'K3-metbyl-butyrylamino)-biphenyl-2-caiboxylicacid; 

4-carbamoyl-3'-(6-caibamoyl4-mefhyl-4.phettyl-U.3^tetahydn)^iu«^^^ 

yl)-biphenyl-2-carboxylic acid; 

4-carbamoyl-3H6-methoxy-4.methyl-4-ph6nyl4,23Atetrahydro.qum^^^^ 

biphenyl-2-caiboxylic ac^d; 

3'-(6-aminomethyl-4-methyl-4-pbenyl.l,2,3,4.tetrahydro-quiiiolm-2-yl)-4- 

carbamoyl-5'-(3-methyl-butyrylamitto>biphenyl-2-carboxylicacid; 
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3'.(6-aminomethyl-4-methyl-4-phenyl4,2.3,4-tetrahydro-quinolm-2-yl)-4- 
carbamoyl-5'<3-met]iyl-butyrylainino)-biphenyl-2-carboxylicadd; 

3'<6<arhamimidoyi-4-methyl-4-phenyl4,2,3,4-tetrahydro-quinolin-2.yl)^ 
caibamoyl-5H2-methylpropanoylamuio>biphenyl-2-caiboxylicacid; 

3V(6-carbamjnudoyl-4-methyl-4-pheDyl-i;i,3,4-tetrahydro-quM 
oarbamoyl-5Hn-p«>panoylaiDiiio)-biphaiyl-2-carboxylicacid; 

3H6-carbamimidoyl-4-melhyl-4-phenyl-lA3,4-tedahydio-quinolm-2-^^^ 
carbamoyl-5'<cyclopropylcaibonylaiimio)-bjplienyl-2-carboxylicacid; 

3^(6-carbamin>idoyl-4-methyl-4-phenyl-l,2,3,4-tetrahydro-quinol^^^^ 

meth.oxyl-biphenyl-2-carboxylic acid; 

3'-(6-carbamiimdoyl-4-methyl-4-phenyl-l^,3,4-tetrahydro-qmnolin-2-^^ 

caibamoyl-5'-(butyrylainino)-biphenyl-2-carboxylicacid; 

3'<6-carbaiiiimjdoyl-4-me1hyl-4-pteiiyl-l,2,3,4-tetrahydro-quinolin-2-yl)-^ 

carbamoyl-4'-methoxy-biphenyl-2-caiboxylicacid; 

3'-(6-carbamiinidoyl-4-methyM-phenyl-l,2,3,44etrahydro-quinolm-2-yl)-4- 

carbamoyM'-fluoro-biphenyl-2-carboxylicacid; 

3H6-carbamiimdoyl-4-methyl-4.phe!iyl-l,2,3,4-tetrahydro-qumolm-^^^^ 
carbamoyl-542-carboxyproacetylainmo)-biphenyl-2-caiboxylicacid; 

346<aibanunudoyl-4-ine%l-4-phenyl-lA3,4-tetrahydro-qumol^^^^ 
carbamoyl-5H<»Aoxycaibonylammo)-biphenyl-2-carbox)^cacid; 

346-caAamimidoyl-4-methyl-4-phfinyl4A3,4-te1iahydroKiuinolm-2-^^^ 

carbamoyl-5'-(benzoylamino)-biphenyl-2.carboxylicacid; 

3^(6-carbaxmmidoyl4-metbyl-4-pheayl4,2,3^tetrabydro-qumolin-2-yO^^^ 
carbamoyl-5H2-mediylpfopanoylamino)-biphenyl-2-carboxylicacid; 

3H6-carbamimidoyl-4-methyM-phenyl-lA3,4-tetrahydro-quinolm-2-ylH- 
carbamoyl-5'-(7-phenylacetylanmio)-biphenyl-2-carboxyljcacid: 

3"-(6-carbamimidoyl-4-methyl-4<4-fluorophenyl)-l,2.3,44etrahydroHiuinolm-'2- 

ylH-carbamoyl-5H2-nietbylpropanoylamjno)-biphenyl-2-carboxyUc acid; 

3'.(6H5arbamimidoyl-4-methyM-phenyl4»2,3^tetrahydro-quinolm-2-yl)-4- 
carbamoyl-5'-(3-carboxypropanoylammo)-biphenyl-2-carboxylicacid; 



Page 21 of2& 



PAGE 22Q9*IM;VDAT 1/5/200611:24:51 AM [Eastern Standard Timel'SVR:^ 



JAN. 5. 2006 10:29AM 



BM8 PATENT DEPT 



NO. 5747 P. 23 



U.S. Serial No. 10/796,396 
Docket No.: PH-7493-NP 

3'-(6-caibamimidoyl-4-me1hyl-4-phenyl4,2,3,4-tetrahydro-quinolm-2-yl)4- 
carban)oyl-5'-(4-carboxybenzoylamino)-biphenyl-2-carboxylicacid; 

3K6-carbamimidoyl-4-mefhyl-4-phenyl4,2,3,4-tetrahydro-qumolm-2-ylH^ 
carbaQtno)4-5'<3-carboxybeiizoyiammo)-biphenyl-2-carboxylicacid; 

3^(6-carbainimidoyl-4-methyl-4-phenyl4,2,3,4-tetrahydro-quiD0^^^ 
c«ffbamoyl-5H2-caiboxybenzoylamino)-biphenyl-2-cari)OxyUcacid; 

3K6-carbamimidoyl-4-methyl-4-phenyl-l,2,3,4-tetrahydro-quinolm-^^^^ 
carbaraojd-5'-(carboxyme1iiylaimno)-biphenyl-2-carboxyUcacid; 

3'.(6K!arbamimidoyl-4-methyl-4-phenyl-lA3,4-tctrahydro-^inolm^^^ 
carbamoy]-5'K3,5-biscarbo)cybenzoylainino)-biphenyl-2-carboxylicacid; 

3'<6<aibamiimdoyl4-me%l-4-phenyI-lA3,4-tetrahydro-qumolm-2-yl)^ 
carbamoyl-5'-[(5-tetrazolyl)methylcarbonylamino]-biphenyl-2-carboxylicacid; 

3'<6-caibamiimdoyl-4-methyl-4-pheQyl'l,23,4-telrahydto-quinolm-^^^^ 
carbamoyl-5''(4-carboxybutyiylammo)-biphenyl-2-carboxylicadd; 

3H6-caibamimidoyl-4-methyl-4-phenyl-l,23Atetrahydro-qumolin-2-yl)-4- 

carbamoyl-5'-[(5-tetra20yl)carbonylamino]-biphenyl-2-carboxylic acid; 

3H6-caibanuimdoyl-4-me%l-4-pbenyl-l,2,3,4-tetrabydro-quinolin-2-yl)-4- 

caibamoyl-543,5-bisfhioiobenzoylammo)-biphenyl-2-carboxylicacid; 

3'-(6K»rbamimidoyM-methyI-4-phenyl-l,2,3,4-telrahydro-quinolm-2'ylH- 
carbamoyi-5K3-amino-S'Carboxybenzoylamino)-biphenyl-2-cart)Oxylicacid: 

3L(6H:arbamiiiiidoyM-methyl-4'pheDyl4^.3,4-tetnJhydro-<nim 
carban)oyl-542<5-tetrazolyl)ethylcarbonylainmo]-biphenyl-2-^arboxyU^ 

3X6-carbamiinidoyi4-methyl-4-phenyl-JA3,4-telrahydio-quii«)lm-2-^^^ 
caibamoyl-5'-(3-carboxy-5-methylbenzoylamino)-bipheayl-2-carboxylicacid; 

3'<6-carbarairnidoyl-4-methyl-4-phenyl4,2,3,4-tetrahydro-qumolm-2-yl)-4- 
carbamoyl-5'-(3-carboxy-5-t-butylbenzoylainino)-biphenyl-2-carboxylicacid; 

3'<6-carbamimidoyl-4.methyl-4-phenyl-l,2,3.4-tetrahydro.quinolm-2-yl)'4- 
carbamoyl-5'<3-aminocarbonyl-5-carboxybenzoylainmo)-biphenyl-2-caiboxylicacid; 

3'-(6-caibaimtnidoyl-4-methyl-4-phenyl-l,2,3,4-tetrahydro-quinolm-2-yl)-4- 
carbamoyl-S'-(ethylaminocarbonylamino)-biphenyl-2-carboxylic acid; and 
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3^(6-carbamiimdoyl-4-methyl-4-pheoyl-l,2,3,4-tetrabydro-quinoli^^^ 

carbamoyl-5'-(e1iiyisulfonylamino)-biph6iiyl-2-caiboxylicacid; 

or a stereoisomer or a pharmaceuticaUy acceptable salt or hydrate thereof. 

7. (Original) A pharmaceutical composition, comprising: a pharmaceuticaUy 
acceptable carrier and a therapetttioally effective amount of a compound of Claim 1 or a 
pharmaceiitically acceptable salt or hydrate tiiereof. 



8 . (Original) A method for treating tfiromboembolic disord^s, comprising: 
administering to a patient in need thereof a IherapeuticaUy effective amount of a 
compound of Claim 1 or a phaimaceutically acceptable salt or hydrate thereof. 

9. (Original) A method according to Claim 8, wherein the thromboembolic disorder 
is selected from the group consisting of arterial cardiovascular thromboembolic disorders, 
venous cardiovascular thromboembolic disorders, and thromboembolic disorders in the 
chambers of tilie heart 

10. (Original) A method according to Claim 9, wherein the thromboembolic disorder 
is selected from unstable angina, an acute coronary syndrome, first myocardial infarction, 
recurrent myocardial infiUction, ischemic sudden death, transient ischemic attack, stroke, 
atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep veui 
thrombosis, thrombophlebitis, arterial emboUsm, coronary arterial thrombosis, cerebral 
arterial tbrombosis, cerebral embolism, kidney emboHsm, puhnonary emboUsm. and 
thrombosis resulting from (a) prosthetic valves or other implants, (b) indwelling 
catheters, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis, or (f) other 
procedures in which blood is exposed to an artificial surface that promotes thrombosis. 



11-23. (Canceled) 
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24. (Previously presented) A pharmaceutical composition, comprising: a 
pharmaceutically acceptable carrier and a therapeutically effective amount of a 
compound of Claim 2 or a pharmaceutically acceptable salt or hydrate thereof. 

25. (Previously presented) A method for treating thromboembolic disorders, 
comprising: administering to a patient in need thereof a therapeutically effective amount 
of a compound of Claim 2 or a pharmaceutically acceptable salt or hydrate thereof. 

26. (Previously presented) A method according to Claim 25, wherein the 
thromboembolic disorder is selected from the group consisting of arterial cardiovascular 
thromboembolic disorders, venous cardiovascular thromboembolic disorders, and 
thromboembolic disorders in the chambers of the heart 

27. (Previously presented) A method according to Claim 26, wherein the 
thromboembolic disorder is selected from unstable angina, an acute coronary syndrome, 
first myocardial infarction, recurrent myocardial infarction, ischemic sudden death, 
transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial disease, 
venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial embolism, coronary 
arterial thrombosis, cerebral arterial thrombosis, cerebral embolism, kidney embolism, 
putaionaiy embolism, and thrombosis resulting from (a) prosthetic valves or other 
implants, (b) indwellmg catheters, (c) stents, (d) cardiopulmonaiy bypass, (e) 
hemodialysis, or (f) other procedures in which blood is exposed to an artificial surfece 
that promotes thrombosis. 

28. (Previously presented) A pharmaceutical composition, comprising: a 
pharmaceutically acceptable carrier and a therapeutically effective amount of a 
compound of Claim 3 or a pharmaceutically acceptable salt or hydrate thereof. 

29. (Previously presented) A method for treating thromboembolic disorders, 
comprising: administering to a patient in need thereof a therapeutically effective amount 
of a compound of Claim 3 or a pharmaceuticaUy acceptable salt or hydrate thereof. 
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30. (Previously presented) A method according to Claim 29, wherein the 
ihromboembolic disorder is selected from the group consisting of arterial cardiovascular 
thromboembolic disorders, venous cardiovascular thromboemboUc disorders, and 
thromboembolic disorders in the chambers of the heart 

31. (Previously presented) A method according to Qaim 30. wherein the 
thromboembolic duiorder is selected from unstable angina, an acute coronary syndrome, 
first myocardial infarction, recurrent myocardial inferction. ischemic sudden death, 
transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial disease, 
venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial embolism, coronary 
arterial thrombosis, cerebral arterial thrombosis, cerebral embolism, kidney embolism, 
pulmonary embolism, and thrombosis resulting from (a) prosUietic valves or other 
implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (e) 
hemodialysis, or (f) other procedures in which blood is exposed to an artificial surface 
that promotes thrombosis. 

32. (Previously presented) A pharmaceutical composition, comprising; a 
pharmaceutically acceptable carrier and a therapeutically effective amount of a 
compound of Claim 4 or apharmaceuticaUy acceptable salt or hydrate thereof. 

33 . (Previously presented) A method for treating thromboembolic disorders, 
comprising: administering to a patient in needthcreof a therapeutically effective amomit 
of a compound of Claim 4 or a phaimaceuticaUy acceptable salt or hydrate thereof. 

34. (Previously presented) A method according to Claim 33, wherein the 
thromboembolic disorder is selected from the group consisting of arterial cardiovascular 
thromboemboUc disorders, venous cardiovascular thromboembolic disorders, and 
thromboembolic disorders in the chambers of the heart. 
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35. (Previously presented) A method according to Claim 34, wherein the 
thromboembolic disorder is selected from unstable angina, an acute coronary syndrome, 
first myocardial infarction, recurrent myocardial infarction, ischemic sudden death, 
transient ischanic attack, stroke, atherosclerosis, peripheral occlusive arterial disease, 
venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial embolism, coronary 
arterial thrombosis, cerebral arterial tbrombosis, cerebral embolisna, kidney embolism, 
puhnonary embolism, and ihrombosis resulting from (a) prosthetic valves or other 
implants, (b) indwelling caflieters, (c) stents, (d) cardiopuhnonary bypass, (e) 
hemodialysis, or (f) other procedures in which blood is exposed to an artificial surface 
that promotes thrombosis. 

36. (Previously presented) A pharmaceutical composition, comprising: a 
pharmaceutically acceptable carrier and a therapeutically effective amount of a 
compound of Claim 5 or a pharmaceuticaUy acceptable salt or hydrate thereof. 

37. (Previously presented) A method for treating thromboembolic disorders, 
comprising: administering to a patient in need thereof a therapeutically effective amount 
of a compound of Claim S or a pharmaceutically acceptable salt or hydrate thereof. 

38. (Previously presented) A metiiod according to Claim 37, wherein the 
thromboembolic disorder is selected ftom the group consisting of arterial cardiovascular 
IhromboemboUc disorder, venous cardiovascular thromboembolic disorders, and 
thromboemboUc disorders in the chambers of the heart. 

39. (Previously presented) A method according to Claim 38, wherein the 
thromboembolic disorder is selected from unstable angina, an acute coronary syndrome, 
first myocardial infarction, recunent myocardial mfarction, ischemic sudden death, 
transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial disease, 
venous dirombosis, deep vein tbrombosis. thrombophlebitis, arterial embolism, coronary 
arterial thrombosis, cerebral arterial thrombosis, cerebral embolism, kidney embolism, 
pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or other 
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implants, (b) indweUing catheters, (c) stents, (d) cardiopulmonary bypass, (e) 
hemodialysis, or (f) other procedures in which blood is exposed to an artificial surface 
that promotes tbiombosis. 

40. (Previously presented) A pharmaceutical conqjosition, comprising: a 
pharmaceutically acceptable carrier and a therapeutically effective amount of a 
compound of Claim 6 or a pharmaceutically acceptable salt or hydrate thereof. 

41 . (Previously presented) A method for treating thromboembolic disorders, 
comprismg: administering to a patient in need thereof a therapeutically effective amount 
of a compound of Claim 6 or a pharmaceutically acceptable salt or hydrate thereof. 

42. (Previously presented) A method according to Claim 41, wherein the 
tbromboembolic disorder is selected from the group consisting of arterial cardiovascular 
thromboembolic disorders, venous cardiovascular thromboembolic disorders, and 
thromboembolic disorders in the chambers of the heart. 

43. (Previously presented) A method accorifing to Claim 42, wherein the 
thromboembolic disorder is selected from unstable angina, an acute coronary syndrome, 
first myocardial inferction, recurrent myocardial infeiction, ischemic sudden death, 
transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial disease, 
venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial embolism, coronary 
arterial thrombosis, cerebral arterial thrombosis, cerebral embolism, kidney embolism, 
pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or other 
implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (e) 
hemodialysis, or (f) other procedures in which blood is exposed to an artificial surfece 
that promotes thrombosis. 
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